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TI Preparation of substituted anilide ligands for the thyroid receptor 
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AB Title compds. I [wherein X = 0, Se, S, SO, S02, CO, CH2 , NH; Rl = H, halo, 
CF3, alkyl; R2 = halo, CF3, (cyclo) alkyl, ( cyclo ) alkenyl , alkynyl, 
(hetero) aryl (oxy) , ( cyclo ) alkoxy, arylalkoxy, C0R14, CR14 (OR10 ) R15, 
NR14COR15, CONR14R15, NR14S02R16, S02NR14R15, SR16, S0R16, S02R16, 
CH2NR14R15; R3 - halo, alkyl; R5 = H, halo, alkyl; R6, R7 = independently 
H, halo, CN, (cyclo) alkyl; R8, R9 = independently H, halo, alkoxy, OH, CN, 
CF3, alkyl; RIO = independently H, alkyl; Rll = C02R14; R12, R13 = 
independently H, halo, alkyl; R14, R15 = independently H, ( cyclo ) alkyl , 
(hetero) aryl (alkyl) ; R16 = independently (cyclo) alkyl, 
(hetero) aryl (alkyl) ; with provisos; and prodrugs, stereoisomers, and 
pharmaceutically acceptable salts thereof] were prepared as thyroid receptor 
ligands (no data) . For example, 3-isopropyl-5-methylphenol was converted 
to 3-isopropyl-5-methyl-4-acetoxyphenol in a 3-step sequence. Bromination 
followed by iodination of 3-methyl-4-nitrophenol gave 3, 5-dibromo-4 -iodo-2- 
methylnitrobenzene, which was coupled with 3-isopropyl-5-methyl-4 - 
acetoxyphenol to afford the di-Ph ether. Reduction of the nitro group to the 
amine using Fe in H20/AcOH, followed by reductive amidation with Et 
malonyl chloride provided II. I or pharmaceutical compns . of I, alone or 
in combination with other therapeutic agents, are expected to be useful 
for preventing, inhibiting, or treating diseases or disorders associated with 
metabolic dysfunction or which are dependent upon the expression of a T3 
regulated gene (no data) . 
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